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^ body weight gain in a patient even in the case of administering a therapeutically efficacious PPAR T -agonistic substance in treating 
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mPi\t. WW^^- 2 7 12 2 8^^^, #192001-31629 6Mf3:E\Z. 

m.m'r^mmT^m-^<D^^m^±m\zm(i>-^^^^ tij^m-n^ o ^ ^omm. 
vx^%^\zm\^>^n^^t.timm^2 - 32394 o-^jcia^^nxvi^, 

#M 2001-31629 6^JCti. T>^:t5^>-»II^in:f^ffl^Wf S^k 
m-^'^ii^\zM^f:> ^tWMmm m\z. P P AR r T^:=:7. hilf^ffl^SS*© 
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^'r^\z-^'orco 



wo 2004/060399 PCT/JP2003/016656 



3 

(2) 4$^mmmK mm\zm^m(Di^m.mMx^$>^mm (d tmom. 

(3) i^mmmn)^. mmm^(D^mmiMx^&^mu (d iBm<z)^j> 

(4) mmit}'mmm^^ofmx$>^mm (s) ib«©^j> 

(5) FFARrrzizi:^hmi^mmm.^m.^^tD'^xf3i^mm (4) 

( 6 ) i^mmm^. P P AR r T3f-X h<tf^ffi#fM**0#:MiiJBTa&§Mia 

(I) mm(Dms 

§MfS (6) f3«®^J, 

( 8 ) T >^:t^ mm,iiFm ^m'r^it^mi!)^^':^^ }^mt^mx$> § 
t&iB (1) ^m<Dm. 

.-fb^^T^^tfrtB (1) tm<DM. 

(II) r>^:t^>zy>uiimf^m^^-t^^^mi)^^ (o 

.1 
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( 1 2) T>^5e-5^>-»Il4^f^ffl^WT^<b'&W2 -X h:^e^- 1 - [[2 ' 
- (5-:t-^y-2. 5->?bHn-l, 2, 4-:t^1)'z^TV-)V- 3 )V) 
\£yx.=L)V-4—^)\^1 - 1H-^>X^ -:fy)V^>m 

Tab^MfB (1) tBm<D^J> 

wv^)i^>. 7^;i/Sif;i'^$'>> -f ;v^u-;Wi$'>.. 
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^/-;i'il^#:;^>«iNFllBB5 6-7 1 0 7 3-^^#.#5IBS5 6-7 1 0 7 4-^^^. 
#iiBS5 7-9 8 2 7 0-^^#g. #|g0H 5 8 - 1 5 7 7 6 8-^^#^ USP4, 

3 5 5. 0 4 0:feJ:lKUSP4, 340. 5 9 S^tCli^^n. SfeE P - 2 5 
3310. EP-291969. EP - 3 2 4377. EP-403X58. W 
O- 9100277. Wmme 3-2 3 8 6 8-^^#:fe«ktJf#|§5|E i - i 173 

7 6^<^mm\zu^0,'^nrc'i^^v-)vmmm^m^-^n. ^fc> usps, 

183. 899. EP-32 3 841, EP-409332 :fe j^a^'ijtig^p 1-^2 

8 7 0 7 m^^mm\zit\£u-ji. ii^^z-jv^^xsh^jrv-jimmmm^ 

^rc. USP4. 8 8 0. 8 04. EP-0 3 9 2 3 1 7. EP-Q39 

9 7 3 2. EP-040 0 8 3 5. EP-4 2 5 9 2 1. EP-45 9 1 3 6:fe 

3-6 3 2 6 4^^jkmm\z\t^>x-( 5. y^z-jummmm^-^ti. 
EP-399731 ^tc«Tif-r >y^>mm^^m^^n. EP-407342 
^fc^tf u ^ H>ms#:>&^M5^$n. EP-41176 6miz\t^ir^/v >mm 
mm^-^n. EP-430300 ^^c^4=^1^>^>^s#:5^>^M^$n. e p - 

4 3 4 0 3 8 mz^tm-^-f ^ yv-)immmm^-^n. EP-442473^ 
fc«tf u ^ i^>-j:t>mmmm^-^n. EP-443568 ^(c«^x/ tr u 

H>^^#:7&«|i^$n. ^SiC. EP-445811. EP-483683. E 
P-5 1 8 0 3 3. EP-5 2 0 42 3. EP-5 8 8 2 9 9. EP-6 0 3 7 

1 2m\zmmm<t^mm^-^nx^^^o ^fc. i^^-.-TJi -^-^ ^^^-rv- 

-irSXhU— (Journal of Medicinal Chemistry. 3 9#. 3#. 62 5 
-6 5 6M. 1 9 9 6^) IC«. e:n6»<D'5"fe(^f^^6*I}*^'ffc'&t;/6«lBi^$nxVi 

9" H'li'fb'&^^Tfent^. {5rn^fflV:>Td:Vi75t, ;^3^(^Tfe. p-b-;i/^> aosartan 
(DUP753)) . U-^Myij\}i:yK. X.:/UD-J\,^ :y (Bprosartan (SK&F108566)) . 
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)V^> (yulsMiin (CGP-48933)) , 'r)\^S,D-)V^ > (Telmisartan (BIBR277)) , 
-r;P'^-tJ">'Vi$'>'(Irbesartan (SR47436)),t^y+l-;Vi$'>(Tasosartaii (ANA-756))^ 



(I) : 

^1 




2' n \ 




^ V-X— / ^ 



(0 



h'^^ymm^^^-r^m thx\it. mx\it. (i) :^7;i/3i?^->;i'«^ (2) 

7^h^yU;i/». (3) hU:7;i/:^D;>^i$^>7.;V*:>mT5 (-NHSO2 
CF3) , (4) V>mM. (5) X;l/3fc>l?*. (6) N, S. 0(D^t>(Dl 

m^tc^t 2 m&i.±^^t5 5 ~ 7 * . ($f * b < « 5 ~ 6 M) <Dm-m^<omm^nx 



wo 2004/060399 PCT/JP2003/016656 



7 

HN. >=Z HN. ,g M\„>=Z N^NH 

z z 



H 




Z 



1%, ,^r;.,1:i^ 

^ H H 




OH Z 

5 




5 *>J;Vio m^u. *t 




WSB^4»> g^i-CHg -NH-. -0-^rc\t-S (O) m-5&^U 

>=z., >=z' *3^t;c>=z' ' «^n^n:^;i/3)^n;i'», 

*feJ«<b$nTViT%)ckl.i?5{t^J!^^ (M> S, S (O) , S (0)2 ($f 
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N— i 



N— j 

C^^. i«-0-*fe«-S-«r^U j«>=0, >=S^rM>=S (O) 

-5-::r^y-i, 2. 4-:r^iJ-i^yy-;v-3— r;K 2, s-s^bHo- 

10 5-:r^y-l. 2, 4-5^T>?Ty-;i'-3-'f;K <fcDt)tt. 2, 5->^t: 

^fe. H9wBit^5^^ (R^ ) \mTiz^'r^v\zMMm^mm^'r^o m 



Y 

z 



15 



Ny 0 HN^O N^O 

OH 0 0 

a' b' C 
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TViTfeJ;VMS)i^ (Ci _ 4 ) T;WV»*fctlT->;i/S (M. (Cg _ g ) 

gm$nTViTfei:Vi<£3g^ (Ci _ 4 ) TJ\^^JV^tVX\t. m^^t. (1) 
•Aay>M^. :nhn. mm. (Ci _ 4 ) TJV^JV. i&m (c^ _ 4 ) T;V3^ 

>>fcR <£>t bT v>T J; :7 1 5^ b3f®T«m$ n WT *) cJ; 

(Ci _ 4 ) r)v=^)vm m. p^5^;k bu:7ai-;M^;K p-^h^->^> 
>^;i/, p-rihn^>5?;V7S:f) > (2) im. (Ci _ 4 ) T^w^i^^^i^-Hgi^ (c 
1 _ 4 ) r)v^)m m. ^ h^v'>^5^;v, xh4^>-ptg^;i/fj:^) . • (3) ^- 

CH (R* ) -OCOR5 t^^. R* « (a) 7jcm, (b) ^m^l-6©ii[ 

^>5^;i/;fe<i:) . (c) mmwc2-6(Dmm%v<\t^m^<DmML7)i^:=.)vm 

zy^u^-^^JlfSi^) ^^U R' (a) ^^^1 - 6©itM*>b< 

n-:/^;k -rv:/5^;K sec-y?-;K t--:^5^;K -rv^^^^w. 

;t-5r'^>5";v75:f) , (b) mmw:2-6(Dj^mhv<}t^^^(Dmmr)i^^=' 

)m. (c) Mm^3- 8(^i/i7DT;i/^;i/» (^i. zy^u^>^)i. ->^D^ 




Z 



wo 2004/060399 PCT/JP2003/016656 

12 

<Slg^ (Ci _ 4 ) T;V^;K -(Sm (Ci _ 4 ) T;i/n^'>?&^«r^bTViT'bi; 
;i/ar-;i/gp^JtO'bOD75:t') , (e) «m$nTV^TfeJ:ViTU— (M^ :7 

x:^;k p-hu;K :^:7^;^^<;DA□'/>M^=^, nho. igj®^ (Ci _ 4 ) t;w 
fSii^ (Ci _ 4 ) y;i/n^5>;^j:,H^#bTV>TfeJ:Vi:7:t::n;i/^fc«±:7 
^;l'«75:£)> ( f 1-6 omm'fe b < \X^^ii^<DmLr)\^':i^^y^m. 

^;f^>^;i':t^>'?^^0 , (g) Mm^2-8(Diimfeb<fi^fe^^©{gmT 
;i.y-D:^^$/S (M, TUn4^>^. -f v:7'^:nn^>'j^£) , (h) ^^icS- 

5/, ->^D^:/5^;Pj^^v';5:^) ^ (i) mmWL3-8<Dz^^UT)V=^)V (M, 

X h ^>-, n- :/D4^=^^>^. -f y y n #:^>^75: £(DT;U3 ^i/giJ^ito % ©t^j: £) , 
(j) mmWiS-S(Dzyi7uT)V^JV m. ^/^u^z^^HV. ~>^n^:^^->;K 

xhD, -{gi^ (Ci _ 4 ) t;1/:^;k -kj^ (c^ ^ 4 ) T;m^-»^^^ 
W LTViT fei; 3:x;I/Sfe^i:^:75^;^S;^^) T?@^$nfe^^^ 2 - 3 © 
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« (k) sife$nwTfeJ;viru-;v:^4^e^S m. :7xy^>/. p--hn:7 
x/^'X i-y h^zym<D/\u^^>mi^. -hu. i&m. (Ci _ 4 ) t;wk 

vi^M (Ci _ 4 ) T;i/4^;vs^fe«T>-;vs (m^ <bm (Cg _ ^ ) T;i/;<jy 
ii^ (Ci _ 4 ) T;i/a4^>/. i;^vib2Mo{&i^ (Ci _ 4 ) T;w^;n:«m$n 

T ViT <fc V^T ^ / Jfe ^<D®ilS<&W bX ViT d; Vic 

->Tyx N-t Fo^~>;^3;!/nA^$ h'-r;i/S (-C (=N-OH) -N 

^•v^n^num-^tifz. (i) (2) T-h^yu;v»> (3) 

hU:7;W:tn^^>X;vi:>mT5 (-NHSO2 CF3 ) . (4) U>i^ 
(5) X;i/5jN>mS^ (6) N. S, 0©"5"^©l^*fe«2Mm±§-^ty 

R^ tbT^^. @m$nTViTfeJ:vi{£M (Ci _ 4 ) r)V^)V m. 
p-=LYu^yi^)VtsiE) t)b<»T->;i/S isi^ (C2 _ 5 ) r}V)jj^ 
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($f*L'<«. 7=-h^V^U;W) ^TcUi^yy. N-fcFn^v;^j;W\*A-r^ h< 

^m^'r^m'?m^i^rM2'v$>^i&m. (Ci _ 4 ) t)v^u>\ -co-, 

-0-, -S-, -NH-. -CO-NH-, -O-CH2 -S-CH2 -, 
mS^^. n«lSfcJ*2 ($f^b<t*l) (Dm^^^-To 

* 

m^Sr^b, MmS^bT«, (1) AP^XM. F. Ci, BrTS:^) , 

(2) i^r/, (3) -bn, (4) gigi^nTViT'bJ;Vi<£Si (Ci _ 4 ) 

(5) {gm (Ci _ 4 ) (6) Bil$nTViT*>cfcViT^/ 

N, N-z^im (Ci _ 4 ) T;i'^;UT5y z^^^jvyB^yfsia) , n- 
o-D' C5S;4'. D' «7ms*fe«T;i/^;i/gP5>5j>^vxms. i&m. (c^ _ 4 ) 

T;i/n:^^v'. <gii (C2 _ 6 ) TM/^JV-t^iy m> Tirh^^v. tf/ta-T 
^ fSi^ (Ci _ 6 ) T;i/n:^->:^7;V3j^r:;i/:^-^^$^ (^»J. ^ h^-> 
>t7;i/3}?n;i/:e-^->, x.h^zy:^)V:^=:.)V:t^i^f3:a) (C3 _ e ) 

->;*a:£) T?«ife$nTViTfeJ;Vi^ii (Ci _ 4 ) T;i<'n^->^^-r3 -e^t:>^ 

n§s. (8) sm^nTv^Tfej^v^^ig (Ci _ 4 ) (stfiBb 
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m. (Cg _ 5 ) rMy^jv. ^>v-(jiysiE) T^^^tiTu 

x^>x%^^^ti^. «ife^R2 ]^^\zmA-fy^-^^\zmT^mwmt\^x\t. mm-^ 
nx\^^x%^\^^{&m. (Ci _ 4 ) t;i/4^;1' (M\ 7mm. :hjv:^^->}i'm, ad 



TViTfeJ;Vi:^;;v#=^v;vS> (2) 7^h'^yu;i/S. (3) h^)y}V'^u:^^ 
>x;v4^>mT5HS (-NHSO2 CF3) . (4) u>ms. (5) 
>m»?'cs:£*^#tf e>n. z.n^<Dmtm^-^nx\^x^^\^mkT)]/^}vm (m 

<ur-y)vm m. {£M (C2 _ 5 ) T;p:^7 7'r;K xum^ 

tt, M^t^^-CO-D C^^*. D« (1) tK^S. (2) ejfe^nwTfej; 

ViT5/ (mt^> N-.{£ig^ (Ci _ 4 ) T;p^;vrs/, n, n->^ 

fgm (Ci _ 4 ) T)V^}Vr^/UE) '^fz.\t (3) Bil$nTViTfeJ:ViT;i/ 

T^/s i^-mk (Ci _ 4 ) T;u^;vT$y. n, n-5^<£i^ (Ci _ 4 ) t 
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)Vn^iy. iSM (Ci _ 6 ) yjy^)V^-t. i&m (Cg _ 8 ) zy^uTJ]/U=^zy 

1, S-z^:t^VU>~4—()lf3:E) T«m$nTViTt)cfcl.i<£IIS (Ci _ e ) 
T;l/ri^>-^. ^fct* (i i) ^-0-CH (R« ) -OCOR^ C^^-. 

( a ) tk^. ( b ) ^mm. 1-6 (D-mm ^ u < «5i-st^(D{£i^T;v^;i/S m. 
mhh<\t^^^(DmMy)V^=^)vm^r^\t (d) ^mica-s^e^i^DT;!/^ 

Mi (a) ^^icl-6O[)it0feb<Ji:$d'^^^(D{SJS5y;i/^;i/* ^9^;k 

x5^;k n-:/nt!;K -ryyoE;K q->^^;k -ry::^5^;K sec-y9^;w> t 
n-^>5^;K 'ry^>^;K > (b) m.m^2- 

6 ©nmfe b < \t^^^(Di&mr)i^y:=-jm. ( c ) ^mwn 3-8 (D'>^ nT;v 

am$nTWfej;v^TU-;i/« (m. An<j7*>m^. -hn, {gji^ (Ci _ 4 ) 
r;v=^^;K <gm (Ci _ 4 ) r;i/3:^i^5^a:$#bTViT«bj:Vi:73:n;i/^fejt 

.x;u TU;k -ry':/p^-;i/jfe^©T;i/^x;i/g|5Sit-:pfea)7^^) , (e) m 
>m=i'> xhn. fgjg^ (Ci _ 4 ) t;1'^;k -(gJS^ (Ci _ 4 ) T^pn^e^^^t* 

-ryyo^a^^^e^, n-r^h^v'. -ry^h^e^. sec-yh^-x t-:/h^v'. n 
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v:/^-ti^->f3iii) . (h) mm^s-s<Diy^u7)v^)i-t^zym m. >- 

^ D^>5";i/:t^'X v't^ D^:^->;i/:r:^^v'. zyi7 U^^lf^JV^t^^fSiE) . ( i ) 
^3^i!c 3-8 (Dz^^urj\^^)V (m> -y^ d^>5^;K -y^ ti-^^-y)V. -y^ u 

:^hP. {SiS^ (Ci _ 4 ) T;^^;^ <Si^ (Ci _ 4 ) T;i'3^ex;S:^2r^bT 
v:»T t)d;i.i:7x:n;V'^;/tJi:J-:75^;vij^^:) Tgil^nfc^mi^ 1 - 3 <D\my 
)Vn^-y^ m. ^>>*P^->, :73i^5^d:^'>, -yi7U^y^)V:^V^-y. -y 

z^iS.E<07 )Vzi^>'W^^m'D%(Dis.E) . (j) mMW[.^-S(0-y^u7)V^}V 
-y^ti^>'^)V. -yi;u^^-y)V..-yifU^^'3^)Vf3.E) t)b<tmil$ 

nrviT'fo.fcViTU— (M. APy>M^, r.bD, ^Wl (Cj _ 4 ) t;p 

fgJ^ (Ci _ 4 ) T }Vn4i^f^E^^i^x\^^x%i:,^-^y 3L-)vmdit^y 

=^)v^is,E) •v.mm-^ntzmmwi2-^(Dmky)v^:::-u^=y^ m. -y>^^ 

u^-y^<0\f.:=^u^-y. ':fvi^:=.u^z/. TUn^v'. -iv^u^-u^-yis.E 
<D7 }V^:=.u^-y%^^^-h(Dfs.E) (k) gil$nTViTfeJ:ViTU- 

^> nhD. (Ci _ 4 ) 7)V^JV. M (Ci _ 4 ) r;i'34^>'7^^:^^ 

^Mtvx\t> m^\it. -cooums^om. -coomc -cooEt. - 

COOtBu. -COOPr. tfA'0-r;i/:t=^5>p^ h^'>:^7;P5j^x;k 1- (->^d' 

:j!3;i/7}^x;K yatf^txp^-^p^ b^->;«j;U3j^x;K n-:/5^U p^v^^ h+>';^7 
;i/3j?x;k -Yvr^^UP^e^^^ h^>':^;V3l^x;K 1- (xh^>^*;usl?xp:^ 
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aih^-^ijJV^::^)^ 1- (T-feh^'» :Lh^z^tl)V-^=^M 1- (-TV 
E0^i$:m^Jtf3:E) ^femb^65fc|^-f :t> m. COO" , ^(^«|##: 

HfrfBR2 ^t^xji. ^-co-D c^4'^ DJi (1) TKm^S;^^! (2) rjv 

:t^v'. i&m. (Ci _ 6 ) T;m=^->;^7;i/3j?-;i/^^>' («»J, y^h^^^tiA^::. 
JV:t^>^, xh^->;^j;V/i?-;i/^4^->7^j:£) , fg^ (C3 _ « ) ->i?nT;V3:^^ 

h{&m. (Ci _ 4 ) t;1/^;1/ (ff*b<n. p^5^;i/^:fe«x^;i/) Tx7.5^;Wb 
(2) T;i/<^rx;i/a, (3) t;i-^x;i/S. (4) >'i7nT;i/=^;PS. 
:/5=-;k -i'v:/5^;k sec->^^;K t->^5^;K i -^>5^;k 
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mm^> ^mk<D\^^rMh^<. M;lt^lfn;K -fu^-jv. 2-^^:=.)V. 

7Ki?s. s*i$nTv>>TfeckViT^y» m. 7^y. N-i&m. (Ci _ 4 ) r 
(Ci _ 4 ) T^i/n^e^*, -(gii^ (Ci _ 4 )T)i'^j]^^:tmf3:a-vmm'^nx 

mXW\u^> m. F, Cl. Br;^^) . :::hn. gm^nxViX'fe.fcViT 

^ym (M> y^y, N-i&m (Ci _ 4 ) t;1'^;vt^7. N.N->?<g/iR (c 

m:B\^rc.f3ii)^x%. r ^ T^^ns r^"xnM^^:n*bTj^'&bTViT%<t < > 
mm. (Cl _ 4 ) T;u3^>'STSife$nTViT%>«fcVi<£ift (Ci _ g ) r)V 



wo 2004/060399 PCT/JP2003/0166S6 



20 

it7mnmi tC:fettS rv\5^DM^J tbXf*. -0-. -S (O) m- [m{* 
0f3i\^^V2<Dmk^m-r'\ > -NR' - [R' (Cj _ 4 ) 

Miab;/^:;^:}^^!?^^ R' <hbT>*> -0-> -S (O) m- [mtiO^^V^b 2 

(Dmn^^iri *fe«-NR' - [R' \-tyi(.mm'?^rc\^i&m (Ci _ 4 ) t;v 

(Ci - 5 )"T;i/^;i/*;^«<£i^ (C2 _ 5 ) T;wdr-;v»7^j:^>'$f*b<> t 
-fgM (Ci _ 6 ) T;u^;i/*fc«^i^ (Ci _ 5 ) t;W3:^>' (j^i^^f 

s; (T) : 

r' 




(I') 

«+. R* (* (1) (2) ^t-^-yUJ^Sfctt (3) S: 

,N— i . 



N— j 
H 

est*. i(4-0-SfcS-S-*»U J(4>=0, >=S*&(4>=S (O) 
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21 

\zmm-^nx\^^x^^^^iSM (c^ _ 4 ) r)v=¥)v m. 7m&. i:}jv^^zy)v 

7Kms*;^c« (2) t;!/^;!/^:^/^^?^^^ AD^^. fgi^ (Ca _ e ) 

T;U;^y-1';i/:r^v' (M. r±h:t^i^, tf a D-r;V:^4^ , (C3 
(M> ^ h:^->;^j;V7i^zi;i/:f^>/. xh^->:^;P3i?zi;w::f-=^^->j^^) . -(gi^ (c 
;i/:t^>'/S:^) , ISi^ (Ci _ 4 ) T)Va^i^^rMi&m. (C3 _ s ) ^^^^7 07 

RMt-O-, -S (O) „ - lm\t0f3i\^>V2(DmBi^^^l *fe«-NR' 

- [R' itTi^mm^^rcJit^m. (Ci _ 4 ) T;wi/^5^-r] ^in^bx^-^bx 

ViXt><fc<, TmM. T^/Sx. AD^>*3J;tX<£m (Ci _ 4 ) T;V3:^^i/a 

j&^e>Mt^n^Mmsxsii$nxviX'fej;vifl£i^ (Ci _ 5 ) r)v=¥}v^rz.\tis. 
(C2 - 5 ) T;i/^n;ws- (§fSL<«> -fM (Ci _ 5 ) T;i/^;i/*:^tt|g; 

mua-fym^hK. izy)t>n. i [2* - (iH-^h^v^ 

;i/#>^ CCandesartan] . 1- (->^U^^zy)V:t^zy:fy)V^::^J\^:t=^zy) X.^ 

)v 2-xh^>'-i- [ [2' - (iH-7=-h^y— ;i/-5— r;w t':7xx 

4 — r;i/]^5^;H^>X-f 7 -:ij;i/3j?:^->^- hCCandesartan 

cllexetil] . trAD-r;V:^-:^->^^;P 2-Xh:^^->-l- [ [2' - (IH- 

-7-;^;V7t?^'>^-h, 2-Xh^>'-l- [ [2* - (2. 
5-:t^y-l. 2. 4-:t=^^1^>^T\/-;W-3— I-;!/) If 7xx;i.- 4 — T^W] 
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22 

1- [ [2' - (2. 5->?t:Ha-5-:r^V-l. 2. 4 -::^-^+^-v?Ty- 
mw.vrc^>x^ 5.i$^.'/-)vmmmt. M^t^> EP-425921. ep- 

45 9 136>EP-553879.EP-578125.EP-520423. 

EP-66827 2fsiE\zmm<o^jkm<D:^mx\t^n\zmcr:i:^mf3iE\z^K)^ 

■^^^^Ltimm^V^^^o *fe> Candesartan cilexetil ^m\f^^M'^^z\,t. E 
P-4 5 9 1 3 6}CfBm$n^^^75:CM^^^fflVi'5<Dy&^'J;Vio 



t!3UX Xi5^y-;i/T^>. >?XiS'y-;vy5>, fUxi$'y-;VT5>. 5^ 

m^^. mmm'^^mm: m. mm. mm> mm. mm. mm. mmm. ^m. m 
m. ■:fti\d:t>m. hvy)i^:tuwm. y^-jvm. v-a.'^m, msm. -^u^ 
>m. i7x.>m. 3Ai^m> ^)>:m. ^^yy.jv-^ym. ^y'^>7.)i'^>m. 
p-h;vx>x;i/jj^>m^) . Tx/^^^>m> ^)\^^s,>muE<om^Ts./ 



wo 2004/060399 ^0 PCT/JP2003/016656 

23 

s.yMib^ji-izi^y'iMt. T^:=-Mt. ^>^)V75.y:fy)V^ziMh. (5- 
2 ^y- 1 . 3 -i^:t^v u>- 4 — r;w) p< h^zy:^)V^:=^JVit. 

e r t -^^Mt^nrdh^mfSi^) ; A I li^mt^^o^Tmmifj^TzyMh. 

y-^^jjv^s y^^M^. >^p^5^;i/7'5 7-^5^;i/*;i/5j^:n;i/'ffe;$nfe'ffc;'S-#i?5: 

(M. A I mifL^b-^'^) (D;«7;V2}^^i^;i/^d^x5^;wxxT-;Wb. :7xx;vxx 
' 5=-;Hb. ;^j;i/3i?^>/^5^;vxx5^;Hb. >^;^9^;i/T^7^5^;wxx5^;Hb. tf/t 
P-r;V:t=^^>'^5^;i/X7.5^;i/'fb. x h^'>:^7;i/3}?x;i/:^^->x^;vxx7^;Hb> 

>'i5^u>';vxx^;Hb. (5-^5^;!/-2-::e-^y-i, 3-s^:r^yi/>-4 

\ti^i^^jkm(D:^mz^'z>xA I itttn:Yb^«>C»m3if §e:^:3&^T#Sc 

^rc. A I mtrt'fb'&i^tT^yn Ja;[|»0 1 9 9 O^fiJ mM^O 

fl^TAI l^^^mizmit'r^%(DX^'oT%J;:\f\ 

AI I^$tit'fb^tJ«7KfP#j:feJ;t)t#^:i!KfPi^OViTnT2boT'b^Vio 



2^^BJtcffiVie>n^P P AR r T::fx7. h^f^ffiM^. P P AR r (cMT^ 
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24 

PPARrTrf-7.hmf^ffl%M«. m^U-<> ' }fhu (in vitro) -eiO 

• (JL Mur(Dmmi:mmf3i p p a r r t r^rix hmi^m ^^-rmnm-^m^ b v^, 

ifO^V>. X^i^U^yx v-i^UiJ^l/X t!:e-^'''JiS'l/>x PGV GI-2 
6 2 5 7 0. JTT-5 01,MCC-555. YM-44 0. KRP-2 9 7. 
CS-011. FK-614 ^(D^ >X U >mrimcmMil)^mf ^tl^ o 



Vic 

(Di^J«, 7 >^^7=- > I I^^trif^ffl §<b^% iPPARrTif 

i^^bXJ*. mx\t. B&IBPPARrT::f:nxhf^ffi^ifi-r^-r>XU>i&tn:14 
3fi:II^J .(M. hniJ^Ui5'y>. D>'^UiS'V>'. x>t^Ui5'\/>> v'i^UiS'yx 

PPARrT::fx7. hf^ffiSrWT^-T >XU >iatn:l4^#^J^bT. 
(Diabetes, 47, suppl. 1, A18, No. 69. 1998) j&t^nxViSo W^MB^iZ^ 
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25 

. mmmmm^<DPFARry::i=:-:^hmi^mmM<Dm^mti^x\t. mo. i 

~^6 0 0ing/BM. B^V<\tmo. 5~^2 4 0mg/B. J:D^?*b<tAjB 
1. O--^! 0 Omg/Bn&X$>^oZ:nB<Dm\t. — B llHl^^$nTfeJ;Vib. 

mom-^it (p p AR r rziziT. hmi^mmnyr>^^^>>'>imi^i¥m^ 
m-r^it'^^) tvx\t. mo. 002-5^600 oo> tif-^iy<\tmo. 00 
5-^2 4 0 0, ^^tt?^v<\tmo. 0 2'^m4onm. •^^\z0^v<\m 

0. 4~^8@^-ea5^o 

mm^^<. $>^\^^-±j^i^^jm<D-:^m\z^r)mm^m\zf^m-^n 
^mi^tm^i^xmmuiss^mt'r^^tizj;:^). mm^rnm m. th, -r-^x. 

^yh. -r^. ^^n> ^ly. ^-^^ (;i^Lt, m.i&ir^ 

ziz.\z^\^^x. mm^mzm'^-^n^mi^tvx\t. mmmutvxmm(D'^ 

-^Ms mmm mvtmmz^\wmm. mmmmnu mm^m^ mmmu mm 
mm^miuatvxm^'^n^o ^ft'^-mzjt-cx. mmni mk<mu m 
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26 

Eh— ;k ^>:f>. a!jbx>yx ^^7.hV>. ^^•t;UD~x, i&m^m 

hUXT^/p^iS'X nl>X7=-P-;K ^Ux^5^y-;l/T^>^>^^:^^U'^A. 



wo 2004/060399 PCT/JP2003/0166S6 

27 

^f^^m m. ^-t!U^y. ^uuy^)V. is^Eifim^i^ti^o 



omnM : ^^zsmmm m. ^rrn^nu mmmmmm. mmm&mL m.m. 
■:^mmizj^r)mmT^^ti!)^x^^. &.t\z. mioM^i^m^wtmz-oi^^xm 
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28 

mk-u. ^p^j^, mn^^^z. m^itmmm m. Bm. ^>:/>^ 

;^3;vjJ?=^^->p^5=-;ux5^;nr;i/P-x, ifl?>'i$';vm'fe;i^p-X75:£ 



wo 2004/060399 PCT/JP2003/016656 

29 

mMiyrc^^wjmx$>n\t^ < . m.^mizi^mmm<D ^j:^^^m\^x^^^wjmx$> 



wo 2004/060399 PCT/JP2003/0166S6 

30 

T^BMI • -77. --f >5^!yi^X (kg) -J- [^S (m) ] 2) 

;&t2 5m± (B«#I^^®S^{CJ:^) . gJc^AT«BMI^^3 Oi^;l± (WHO 

mm. I iM^^^. >x u >ig^#^#-5 i immmm. mmtm'^^^^ 

mmm^'nm.. mmmmm^. «i^^i4ep*3i^. :^jfiLWi^^> #M^i>^. mm 
m^^mmBmm. mmm. ^^^m^m.. m.^mm^. m^mmimm. & 

mm.mmmmmm. mmm-ik^mstfrmm. mmm^^skmmfsiii] . mmm 

mizfsi^mmtvxit. 7>^^7'>z^>ii^^i^^^vxmn'r^skm<Di\sLm 
:is^xf^mm.-^m^mw\z^r). T>^:t^>zy>u<Dwmz^y). $>^^^tr> 
^:ty='>zy>mm^'r^tm^-^n^m'T\z^Kf. ^mt^^rc\t§tmi)^im: 

:i(D^vrj:mmt.vx\t. m^\itmsfsL&^. ^mB^^mm^'^. 'bmm (m 
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31 

^f^, m^^. BMrn^m^. miks.m^m. mmmtsiE) > mmm. mmmm 
m> mMmmm<Dn^^i:.xmm.u mmmm. n^mm. ^nm.^. bi^m^ 

Wife. mm<D^mm. w^mmmmz^^wm^^tsm.mmmt^i^) . r^ru-h. 

]i5jfiLk • M^nm ' Mmmm. ^m^oumu.^^-. mmm mnn. mmm^ 
mm mm^mjmm. mm^^mmmmm. mmmmmm^tm. mm^sm^ 

mmm.mmmtm. ji^xmmfsiE) . ^m.nfmw mmM^^zmmimo 

mnmmmn. ^mwmmtmm. ^mnmmmm. ^^mm^^mr^E) > m 
^m. mmmm. mi^m. ^^mf^i. ^m&t. ^^w^m. 

mm io^m. x/uib^/u. 7)vzi-)v^:^m.f3iE) . 0km.ikmm (.mi&mmv^ 

^ ; mm<DmM ; mm0k mmk ;jim;7h tf-^^iffiJ^ : u->m. mm. 
^^m0k^(o0kmmmmm ; mm^k 0kmmmm im. m^. it-y-;wn-r h 
-1^7.. mfm.^(o^'^'mmmis.E) . 7V}v^-mm i7U)i^-^M0k. 
mmk. mif^ruji^-. imm. r-ry ^ =y^=y-i^E^ . 'mmw&mm 
m. mmm m. ^^^xu-T^-^h-^^x, m^m. 
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32 

^-5^x>:/hjg. s!ii[tt#iti*^. m.^mm^j^'^^. ^m^mmMf0i^^xs^n 
^<Dmmmm\z:^n^mmmM<D^mf3iE) > mmm^. mm (mmm'^m. m 

m<Dm^. iH^imm iT-Jv>m> i^yi^y^mmm. ^^mmm. mm^r 
. m^m. ^^F^m-fe. 3mMm. ^mmm. ^mm.ws.E) > -mm.- 

(MSufiL^x f^MMIiSi-^Bv^. P^mm'^^i^Bv^. iJ^^A|^ttl$CjfiL^> h^v'> 

m^^^m^rcuym^nmv. :inio\zi^m'r^mm^rd\tmm(D~:k^^z^ 

mm mm. m. wmmfs^E) . mmmf^<Dmm. mm -mm 

^mn. ssm • (M/\^mMMmfm> 0immmm<Dm'^. 

Bsm'mmm(DfLm. strn'^moyji^t^a) , mmm'?^'^^ hti-o (pdgf. 

VEGF> FGF> OiS^-n-r^rX TNF-a. m?-mE) (DM^^'i^'C^i^mfm. 0k 



wo 2004/060399 PCT/JP2003/016656 

33 

^mi\\zm^^^^ii-&^'v^^o 

^'r^mm.^rcu.--o(DmmtiyT^M\z'r^j^mm^'rnx^'DXh<i:^\ 
wi^(Dmi\hhxm^'^t)^xmm'r^m^. ^n^encomMio^i^^mm^wi^ 
^nr, zin^^m^nmzMh. mm\zist^vx%^\f^iy. mmm.^^^^xm 
#bT%)j:vic ^ni. tn^eno^mmommtmfsi^x^^x^^K. ^nmtv 

xum^mmti^xm^^(bn^mm^mM^mzmg.m^-^n^o 

iiimi^m^^'r^ih-^mt\m^(Dmit'r^m^. p par rT:J-x h^t 

Z.(DJ:o i bX^t, M^J^^ <h bT«^ (D^mMW.^ ^ 

j5^fflVie,n, HJ^^^JJ;i:fett^M?^^J. m^^J> ^-^^J. H^^J ; ^St'iM^Jfcis 

mmmin. mmim. mmim. wmni m^im\is.Eiivxu^ 

ppartt::!-:^ hm.wmmn^'^^\^xis,^m.mm.'^m^\z^n^-p'p a 
r r T=f-x vm^mmm.(D^^m},ismm±mzif^vxmfBm o . o i 9 9 . 



wo 2004/060399 PCT/JP2003/016656 



34 

9mm%. B^vK^tm'o. i~^5 oas%"efe^o 

mm) idcfeviTii^^ti^p PAR rTrf:n7. hmi^m^n^^(Di^Mm-m^. 
m^Lum 8 0 xwrf^zmm-r^ z. ^*tT#So 

:3U7.y=-a-)vskm> iSHDLjfa^, -k^-mmskmm) . mmm^'^WM m. 
¥?mm^. ^m. mmm. ^jtrnmrn. nm^pmrn) . mmm^± (i 
GT) > jjE^. ^mmm. mm^mm. mm^Mmm. mmm'^^M 

m^±mmm\z^^mmm.) > fims^. -msssim. ^mmmmmmm. iummm 

H n-Ax, i«-r >7s u >ikm. >x u >skm\z^n^^%mm. mm 

m. Mmm^±ti^ <E>mmm^(D^nnm^ umtvrcf^m\z:i5\,^xhm^^^z t 
m'^^m^^rcib\zm^^^ztit)'^'c^^c 
m^mmmmmiz-Di^^xJit. 199 9mzB^mmm^'^:^^BmcifSim^M 
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35 

mm.) 2 6mg/d 7 5 sma^\^omm.mum. (7 5 gocTT) 
, ^■mwM. (7 5gOGTT) 2»iM mmM.mz:^n ^ iT )vu~7.mm mi 

if)Vn-7.m&) -mi 2 6mg/d l^^T^O. 7 5 emu^Y^mM. 

mwM2nmm. mmiam\z^n^^}vu-7smm) ffiiA0ms/d\^±2 

0 Omg/d l5|5«Sr^f t^^Ta^So ^e>(C, AD A<D^^fci:ntdf> 

jfaiPM (3mMm\zi^n^^)vn~7smm t^i i omg/d m±i 2 emg 

20 /d\^mo^m^l¥G (Impaired Fasting Glucose) hm^. WH 
0(Dm.'^\Z^n\t. ^IFG (Impaired Fasting Glucose) ©'5'^. 7 5 gM 

n':r}^^i^mwm2mmm. mmMm\z^n^if)vu-7.wm 5&n4 0mg 

/d\^m^h^^m^l¥G (Impaired Fasting Glycemia) tM-So 

p p AR r T-rfn;:?. hUY^mmmt. ±M\^rcmrctm^mmz^ D^^^n 

25 ^^m.> mmm^l^. IFG (impaired Fasting Glucose) ^^XS 

1 FG (Impaired Fasting Glycemia) (D^gi^ • f&^^J^: bT'fefflVietlSo 

5) (C. 2^^HJ(D^JJ^, flti^t^S^, I FG (Impaired Fasting Glucose) 

I FG (Impaired Fasting QXycmi?^) f)^ib1^mm^(Omm^V3±'t^^ 
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36 



PCT/JP2003/016656 



M\z'r^mm<D\^>'tnx$>^ t j; (dmm t hxu^^tD'itTmm-r^ 
mmmm<D^^m\t. 'BMmomm^m^^^i^nxif^^mm^&mt vxm^ 

>7fc;i/5x p^h5^^;^a>. :/3fc;i/5>^) > -r >x u >:5[)-?£x{eii^j [m> 

t'+hV h\ i^U:7V-;V^) . W\°i/U-h\ -k:h>f«J-H, :^7^i^U-h\ 
^^/fij- H*fe«-?-©i«7;i/->'i7A^^i^. GLP-1^] . 7^^)>rzi- 

yh. JL/VVU7.^yh. ^i-U:^i$^yh. h> S.'TJVUT.^y 

y>(yUX^y SNK-8 6 0. CT- 1 1 2^) , WiSS^^H^ (M. 
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NGF> NT- 3, BDNF#) . WB^mm'^M^iS^M^ PKCIIS^^J (M. 
LY-3 3 3 5 3 1^) . AGEMW^J (M^ ALT 9 4 6, tf^^r'S^X 
h4^1^^>. N-y:iL')-z^)V^T'/^JOA :7'a-7-rH (ALT7 6 6) > EX 

o-2 2 6^) . (^aj. 5^:ti?hm^) . mstrnm^M (m. 5^ 

^'ynTs^'f-y. -yyn7.^^>. xmT.^^-y^ Th;wtx:$'5^>> :7;wtx 

^yuM 5^^:/u;i/^) . ryi^:t^yyyimm^\ m. u-^)\^^y. tty 
'T^)V^y ->i/^r-k5^;K x:/n-tJ-;i/^>. a*;I/+)->:$^x 5^;i/5+i-;i/i5'>> 
-(jv^i)-)V^y. ^v^My. :^;v^-y-;i/i5'>#) . ;^3;i/->'>Ait^^J («»J> 

•7x>?t!>. x:7xe?ifx TAaxv^fc!>, X3f:x>?tf>; x:«7;i/>'tr>^) 
ji>:7;i/^5>. :7x>5^;i/5>, >':/h7$>. T>:7xy7^:>'. 5^^it> 

^) , kll^^ (^J^ ^;i-UXiS^^y h^) , 3 3T::fxXh (M, CL 

-3 1 6 2 43. SR-5 8 6 1 1-A, UL-TG-3 0 7. SB-2 2 6 5 
52, AJ-9 6 7 7. BMS-1 9 6 0 8 5. AZ40 140^) . ^^^^F 
tt:fe^Wl^J^ (M. V'f'^y. CNTF . nWv-T. 

^;^n>T::^xx^ (^j. u>5^huyb. FPL-1 5 84 9^) m^im^i^ 
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^) . T^/-fe5H> -rvv;nfh% xiS^^7U>m, tfi/iJ':^^. :7 

>^-:7xP>, 'r>>5'-P-i'^> (ID . nn--«H^ m. 
IL-2. I L- 1 2;^<i:>&W^UVi. 

(Cancer Research) . ||4 9#, 5 9 3 5~5 9 3 9M> 1 9 8 9^3 > yp-Jr 
X^P>SI##: (M, ^^7.xP-;l'Ti2:5^- h) C>^^-:^;i- • ^T:;^ • Ux 
. :t>np>?— (Journal of Clinical Oncology) , 01 2#. 2 1 3~2 
2 5M, 1 9 9 4^] , i^KXT^P-fh* (M. T^^i^-^it^/^^) ^ p^b^^PT" 
^5 HI^^^J>5"h"^t KP;^7>:hfcV-;Pl^^j^J(3t®tttV^-rn'fe±i3<hl^it). 

liitef^ata:#^J (M^ jL^u-^^y-$^x.ymm) i^zr^)^^ y^L • • 
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^:/-^^>-y— (British Journal of Cancer) , ^6 3 14~318K. 

19 9 sm . ^^•^jv'ey. I GF - 1> $>^u\tmmM^mmT^m'^'v^ 

^TNF-a. LIF. IL-6. :t>:n7.^^>mzM't^irmf3iE%:^mm 

1) -r>7.u>»j 

2) if^r-^-fm-, 

4) \f^r-r^ H^J ; 

5) a-^jva^y^—^mMM; 

6 ) -r >X U >®i^J* J;t;?lf i^T:^-r H^J ; 

7) >(yM>mM^^ZSa-'^)Vazy^-^m.mm; 

9 ) l/T^J;^i:0-r >X U >^^^{)S5i^J:fe J;tK at - v^i^^-if 

11) ^>xv>mimcmm m^\t. FPARrrzf-xhm^m^^^m 
1 2 ) -ox u ymm.'mmn i:±fB i ) ~ i o ) iHm(D^j ^om^-a: ; 

1 4) ft&®ttlB(D^J:feJ;tK^n6. 2m±®m'&ii: ; 
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40 

2-Xh:^^>/-l- [ [2' - (2, 5-e^fcHP-5-:t^y-l, 2, 4- 

^n^rc:mz.cE-2m^MmcontTo\) (n^imzM^^-^mA o.oos%mmMmn=7) 
(Dmm'^mmvrco ABm^^mmz^m^mMvxi^m(Dmmm^mwi^rco 

m^'^^7.m^m^m^M.\^x\^^^^^^i!}^z•o^^xh^m^n^rco 
m^u^mm±mmmm.x^vrco ^rc:mMi^<Dm^\zmmeiivs t i^m^ 

o.8gi?a50. mi'^^:^(Di^mf)^mM (p<o.oi) \zM^^z.tffm^i)^tf3i'Drz.o 

^'Dx:^mi^x(Dmk'^^7.umm^m\z^^ z. t-^^^-^nrco mi''^^x\z^ 
^^xmmMm^(Di$immiu\tcontTom'Rzsit^mAmmmme. smg/kg/day) x 
^n^eni. 2±o. 2gRm. i±o. 4gx$> Xi . \\i-^mAmm^x\mmzwBMW 

Wl^J^tlfe (p<0.05) o 
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mm^^ y h ^Wm^msUT fatty ^yh (16Mi^) ^m^^Tco i^^M^m^ 

<DM^\ZUSmenVs t ^^^m^^Tco 

Controli^0#:«®iiinam4. 4±2. 4gTa5'5<3DfC^bT. P P AR r Trf- 
Xh#f^ffl#l^^^l^(i^tf:t-ifU:$'y> : 0. 5mg/kg/day. p. o. ) (Ditin«fl 
30.8±1.8gT^t)> iiin-r^M[Bj^5^b^ (p<0.05) „ PPARrT3'-7>h 
^tf^ffltlK (0. 5mg/kg/day. p. o. ) tit^mA (Img/kg/day, p. o. ) bfe ^ -/ 
h (D#:m*iilD«J119. 3± 2. 5 gTafe D ^ P P AR r Trf:::^ h=ltf^ffi%M^S 
#i^JCifc^TWiictcMi!>b:*5: (p<0.05) „ 



(1) {b'&tiA 5mg 

(2) h— ;^ 1 1 5mg 

(3) ^i^a-k;i/D— X 7 0mg 

(4) Tsy^y^jym-^^^iy^A lOmg 
l:^J7'-k;i' 2 0 Omg 

(1) . (2) t (3) *3j:rX (4) ©l/2^?gfPbfc^, m^it-t^o ^ 



mmm2 n^j 

(1) it^mA 1 Omg 

(2) 1 — :^ 5 smg 

(3) n— >Xi$'— ^ 1 5 Omg 

(4) ^^^-fe;i/P— ;^ 3 Omg 

(5) 7.5^TU>l?-7^:^v":7A 5mg 
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> (4) <^2/3:fecJ;0^ (5) (7)l/2^Mfnbyc^. 

(1) 'fb'&^lA 5mg 

(2) mm}^^^V^V> 3 0mg 

(3) ] — ;^ 8 5mg 

(4) WmM>±)\^u-X 7 0mg 

(5) X7^TU>m"x'i^;i'^>":7A lOmg 
l;^J7'-k;V 2 0 Omg 

(1) . (2) . (3) t (4) cfecktJC (5) ©l/'2^igjB]b;/h^, 

(1) it^mA 1 Omg 

(2) ii^tf:^-i^U^V> 3 Omg 

(3) 1 — X 2 5mg 

(4) 3— >7.iS^— 5^ 15 Omg 

(5) mJS^-fe:;i/n-X 3 Omg . 

(6) :^v^T^J>Wt^^^i^'yA 5mg 
lis 2 5 Omg 

(1), (2). (3), (4), (5) CD2/3*5cJ:t>' (6) (Dl/2^?1 

fpbfe^. MJia^bT-So (5) ^^zS (6) ^c:©iimcip;^T^Jtc:in 

(1) :^7>-7^ti-;i'^> v'l^^'fe^^;!/ smg 

(2) mMk\^^if^J^V> 3 Omg 
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1^2 5 Omg 

(1). (2) > (3) 
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(3) 1 — X 8 5mg 

(4) m^^-fe;UP-X 7 0mg 

(5) X5^TU>m"^i^:^>'r>A lOmg 
ltl':f±.JV 2 0 Omg 

(1) . (2) , (3) t (4) cfeckr^ (5) <Dl/2^m^Vt^^. Hfe-fb 



6 

.( 1 ) ;«7 VT^U-Jl/rJ' > -yV^-^^)V 1 0 m g 

(2) iimtf:^^^iJiS^\/> 3 Omg 

(3) ] — X 2 5mg 

(4) a— ^XiJ'—^^ 15 Omg 

(5) IS:^^-fe;vn-x 3 0mg 

(6) X7^TU>mvi^^e/r>A 5mg 
1^250mg 

(1). (2), (3). (4). (5) ®2/343J;tX (6) (D 1/2^^ 
SlLfc^. HSYbTSo (5) (6) ^JlCD^!gtlCjP;^T|^Jf;:iP 
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I. 7>^:ty=->-»imm.i^m^^-r^it^m. 't(o^u]i^yif^rc\t^(D 

7 . P P AR r T=f:nx h^f^ffii^MS5|i£®#:fiiiJn<£^ 8 0 ^OTtCfflJM'T'S 

9 . 7 >^::t-r >i^>i m^i^m ^m-T^^t'^m^^^p^iizmmm'T^^'r^^t 

I I. 7>^^7->-»imifii¥m^^-r^<[:,^m7f)^^ (o 




2 (cHPr^x^ 
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